
University of California, Los Angeles 


a) i The number and dollar amount of research grants, 
including the amount allocated to indirect costs: 

35 $9,09B, 175 


b) The subject of research grants by academic 


discipline: 

Cancer ■ 16 

Cardiovascular Disease * 3 

Engineering * 1 

Epidemiology * 2 

General Biomedical Science * 3 

Public Health. Public Policy. 

and Economics * 5 

Pulmonary Disease * 4 

Tobacco Use Prevention, 


Intervention, and Cessation * I ! 


c) The relationship between State and Federal 
funding for tobacco research: 

Other State - 0 

Federal *$537,195 


d) The relationship between each project and the 
overall strategy of the research program: 

see dj in Summary Data above 


e) A summary of research findings: 

see abstract(s) below 


f). The number and dollar amounts of research grants 
that involved the use of animals: 

12 $2,942,235 


g) The number and species of animals used in 
research: 

Dogs * 30/year 

Mice * 1,340/year 

Rabbits * 91/year 

Rats * 1.650/year 


h) The number and dollar amounts of research grants 
that utilized animal alternative methods as defined 
by the United States Office of Technology 
Assessment’s 1986 report entitled “Alternatives to 
Animal Use in Research, Testing, and Education": 

11 $2,870,863 


Grant Redpient(s): 

1. Aberle. Denise Cancer 

Advances in lung cancer detection with digital 
techniques 

$276,730 (7/916/94 y 

2. Baldwin, Gayle Cancer 

The role of the macrophage in lung cancer 

$215,007 (7/91-6/94J 


3. Black. Alexander C. Cancer 

Nmyc oncogene expression in small cell lung 
cancer 

$225,000 (7/90-6/93} 

4. Dirksen, Ellen Pulmonary 

Control of mucociliary clearance in the respiratory 
tract 

$404,950 (7/90-6/93) 

5. Dubinett Steven M. Cancer 

Local cytokine immunotherapy for lung cancer 

$225,000 (7/90-6/93} 

6. Economou. James Cancer 

Gene modification of human lung tumor-infiltrating 
lymphocyte 

$152,816 (7/906/92) 

7. Endoh, Kazuo Gen Biomed 

Acute and chronic nicotine treatment on gastric 
ulceration 

$70,000 (7/906/92) 

8. Enstrom, James Epidemiology 

Tobacco-related disease trends among 118,000 
Californians 

$254,000 (7/916/94) 

9. Fogelman, Alan M. Cardiovascular 

Determinants of susceptibility to oxidized 
lipoproteins 

$324,569 (7/906/93) 

10. Gasson, Judith Cancer 

Smoking and leukemia: a molecular genetic 
approach 

$334,253 (7/916/94). 


11. Gil, Enrique Pulmonary 

Acute and chronic effects of tobacco and non¬ 
tobaccosmoking 

$35,000 (7/906/91) 

12. Golub, Sidney H. Cancer 

Tumor infiltrating lymphocytes & pulmonary 
macrophages 

$423,786 (7/906/93) 

13. Gupta, Rishab Cancer 

significance of immune complexes in human lung 
carcinoma 

$360,485 (7/906/93) 

14. Guth, Paul Gen Biomed 

The mechanism of nicotine-induced gastric 
mucosal injury 

$220,998 (7/906/92) 

15. Hankinson, Oliver Cancer 

Cloning of two genes involved in tobacco 
carcinogenesis 

$323,634 (7/906/93) 
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16. Hinds. William Engineering 

Interaction of occupational aerosols and tobacco 
smoke 

$192,878 (7/90-6/93) 

17. Holmes, E. Carmack Cancer 

Earty detection of lung cancer with monoclonal 
antibodies 

$874,781 (7/90-6/93) 


18. Hser, Yih4ng Pub Health 

Long term patterns and consequences of tobacco 
use among narcotic addicts 

$74,840 (7/91-6/92) 

19. Ignarro, Louis Cardiovascular 

Detrimental influence of NO on vascuiar/piatelet 
functions 

$288,188 (7/906/93) 

20. Jarvik. Murray Pub Health 

Black-white differences in menthol cigarette 
smoking 

$332,114 (7/906/93) 

21. Kaplan. Celia Pub Health 

Factors affecting smoking initiation in young latiha 
women 

$149,821 (7/916/93) 

22. Koeffler, H. Phillip Cancer 

Lung cancer: p53 as a paradigm of tumor 
suppression 

$474,876 (7/906/93) 

23; Lehrer. Robert Pulmonary 

Antimicrobial proteins of human alveolar 
macrophages 

$71,549 (7/916/92) 

24. Leung, Felix Gen Bidmed 

Cigarette smoke, nicotine & add-induced 
duodenal injury 

$311,797 (7/906/93) 

25. U, Virginia Intervention 

Assessing organizational influence on Chinese 
smoking 

$75,000 (7/916/92) 

26. till. Michael Cancer 

Homeobox genes hematopoiesis and 
leukemogenesis 

$70,000 (7/916/93) 

27. Longnecker. Matthew Epidemiology 

An idea for a cohort study of tobacco-related 


$73,439 


(7/916/92) 


28. Mody, Freny Cardiovascular 

A metabolic mechanism of action ofantiischemic 
agents 

$225,000 (7/916/94) 


29. Nimer, Stephen Cancer 

Retinoic add receptor expression in human lung 
cancer 

$225,000 (7/906/93) 

30. Sama. UndaPub Health 

Impact of nursing care on symptom distress & 
quality of life 

$221,193 (7/916/94) 

31. Schiller. Gary John Cancer 

Stem cell transplantation for smalf&non-small cell 
lung cancer 

$174,666 (7/906/93) 

32. Shapiro, David Pub Health 

Stress & smoking in natural settings: an ambula¬ 
tory study 

$489,885 (7/906/93) 

33. Shau, Hungyi Cancer 

Neutrophil cytostatic activity against lung tumor 
cells 

$223,628 (7/906/93) 

34. Slamon, Dennis J. Cancer 

Studies of proto-oncogenes & growth genes 
in human lung cancer 

$336,209 (7/906/93) 

35. Ward, Susan A. Pulmonary 

Carotid body amplification of exertional dyspnea 
in smokers 

$367,083 (7/906/93) 
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AMRO # u ^ _ AMRO ttllO O _ 

m *CIBAl INVESTIGATOR —***■»»«* _ 

INSTITUTION oci> Kbool *1 i^irtM _ 

TITlI Of PROJECT —M***y*il griwuitt pciUtty «giMi bang tttoc c* iu 

Hum vem*rU*. \* language under*taadabla Ay w advcated layman, the sbjsclive 
•f mu project and the significant rinrflw«s rtwHIsg fraa the tmrfc. Halt the 
abstract t* a space •“ by S.S*. 


Tobacco smoking eauaaa significant accumulation of a 
population of vhlto calls cal lad nawtrophlla (IW) in tba 
lung, and dopondinf on tha history of smoking, can up or 
dovn ragulata not functions. W have boon ispllcatad 
In host raslstanca to tumor davalopnant and thair anti¬ 
tumor functions bava baan r« port ad to involva production 
of a chamieal called hydroqen peroxide (HP). Tbs 
objective of this study is to investigate activation of 
FMK to develop anti-tumor function with a reagent called 
tumor necroeis factor, and elucidata the mechanism for 
regulating PMM anti-tumor function. 1 have found that 
TUP-activated PMM can supprtss proliferation of various 
tumor cells including lung tusor cells. This anti-tumor 
function is dependent on PMM production of HP. Since PMM 
are in constant contact vitk red blood cells (RBC) In the 
blood It is important to investigate ABC effect to 
understand PMM anti-tumor function in the real human 
body. I observed that RBC can inhibit TKf-induced PMM 
anti-tumor activity. Results fro* the experiments shoved 
that RBC inhibit PMM anti-tumor functions by eliminating 
the production of HP. RBC have two different mechanisms 
to sllsinate HP. One uses reduced glutathione the other 
uses catalase, further studies in this project shoved 
that catalaas but not glutathibna is responsible for 
inhibition PMM anti-tumor function. These results 
suggest that depleting RBC catalase say circumvent their 
ability to block PMM anti-tumor function and thus, may 
improve outcome of cancer therapy vith TMP. 


AMRO I w n _ AMRDftmO O >/*>-*/fi 

PRINCIPAL INVESTIGATOR Pinal. J, flnuon, W.b-. PK.P, 
INSTITUTION PCU fcheol »( mdlci™ _ 


TITLE OF PROJECT |Q|ju of fioi-o-oucotuwx and Crevth gnu la Emu Uat Cancer 

PTeass nmirl». Is language understandable by as educated layman, tba ah i active 
of this project and tha significant findings resulting fraa tba mark. Unit tbs 
abstract to a space r by S.S*. ^ 


bi «er Miial proposaL prapeoM to perform «w Rskcatm analyKS far a 

sambm of pnaooaeocetiss and pomtb rdaaod (anc*. The aigaificoM oongsoncm of 
dris tram application H #te avaflabiHty ef a boxes i 
cell hm|( 

time, la addition, many of the rptrimiwr have bag > 
iafa nw adoa. This has aBowed u* to look for moiccubr ahevancu and then aoempr 
tcerdaboo* with dinacai data. 

bulk and have begun detailed analytes of d* musoUasMoa gene and thep53 gene. 
To date, we have found that approximately 30% of the mmples bava Rbabcmions 
and 45% have change* in p53. Qorrciabcns wi* clinical data have shown that Rb 
attention was aiaodatedwhh a poorer dmieaJ outcome, In the coemag ywr. we w»H 
be tooting at additional p*ttto-oacogeae*, growth related genes, and tumor 





d) 


e) 


0 


g) 


AWARD I 1 BT-?72 _ AWARD PER I D O 7/1/90-6/30/ 91 _ 

PRINCIPAL INVESTIGATOR Susan A. Ward. DiPhl], _ 

INSTITUTION UCLA, Department of Anesthetic! ray _ 

TITLE Of PROJECT Carotid Body AnplIflcatlon of Exertional Dyspnea jjQ iaofcers 

Please lunnarixe, in language understandable by an educated layman, tha objective 
of this project and the significant findings resulting froa the work. Unit the 
abstract to a space I' by S.S*. 


Chronic amotion n associated with shottneea-oT-breath Cdyapnea”) and an 
impaired xbility to exercise. These effects arc traditionally thought to arise from 
■mohe-iudoccd stimuli in the airways. | have recently proposed that an additional 
com pone ivi may derive from season of Stood oxygen, carbon dioiidc and acidity, 
kv«b . the 'carotid bodies* (CBs) - as smoking canace elevated blood kvets of 
substances that con xtimuttie the CBs (carbon muuoiid*. nicotine). Thia research 
will therefore determine the role of the CDs in the exertional dyspnea of smokers. 

Progress io dale inclndei technical developments (implementation af Suiomaied 
1 on-Jiac data ncquistiipn and device control by dedicated com peter) and studies on 
nonunohen tin establish the robustness or techniques and protocolt prior to 
I minting acute and chronic smoking regimens): 

| I. Exercise protocol format has been found to exert an important influence on 
, dyspnea. Over a wide range of work rates, subjects experienced greater dyspnea 
it the same level pf breath tag dating progressive lists compared wiih constant-load 
|! tests imposed in randomised sequence. This likely reflects subjects anticipating the 
progressive increase in work rate by rating their dyspnea Hi a similarly progressive 
I fashion. These findings impact ligajficantly not only on the proposed research, bur 
1 aho ou the clinical evaluation of dyspneo for which it Is common practice io use 
I prugretsive exercise. 

2. Quaatifkaiipp of dyspaca. a subjective variable, could heuefit from identifi* 
cation of more objective indices to allow comparisons la be made between subjects. 
I have evaluated one indes - the deratioa of a volitional breath-hold (HltlT) * which 
! has been used at times to quantify respiratory sensation. However, I found that 
dyspnea and SHT were pal uniquely related: whik BHT was shorter at higher 
work rates, it was not Proportions llv shorter as the pre-BH dyspnea increased (ix.. 

! SHT was considerably longer than cipccted at high work rates). These results 
I suggesi that whik the SHT response during exercise coheres Qualitatively with that 
of dyspnea, tbit relationship is kss 'right* than had been predicted, 

I 1. I have also started studies oa epinephrine,,a CB stimulant.. These present a 
considerable technical challenge, as there are link or no data a rails We on epineph¬ 
rine dosages during exercise, la response to a controlled intravenous infusion of 
epinephrine during constant-load heavy exercise, a m o d es t i increase in breathing 
occurred: Dyspnea was also measured ib one subject: whik dyspnea was greater 
with the epinephrine infusion, it is net yet ekai whether this simply reflects the 
fact that breathing was increased or whether CM drive was also increased 
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University of California, Riverside 


1 KT36 


a) The number, and dollar amount of research grants, 
including the amount allocated to indirect costs: 

4 $1,049,483 


b) The subject of research grants by academic 
discipline: 

General Biomedical Science » 3 

Pulmonary Disease * 1 


c) The relationship between State and Federal 
funding for tobacco research: 

Other State « $23,600 

Federal = 0 


d) The relationship between each project and the 
overall strategy of the research program : 

see d) in Summary Data above 


e) A summary of research findings: 

see abstractjsj below 


f) The number and dollar amounts of research grants 
that involved the use of animals: 

3 $692,863 


g) The number and species of animals used in 
research: 

Hamsters = 300/year 

Horses = 25/year 

Mice * 135/year 


NMD raioo. 


7/1/SQ-6/30/91 


nmiHL INVEST 1 (ATM Oavrt A., gastmond _ 

UCTnVTlON UnfvBrslfy or California. ffyysUN 

TITU Of muter Tobacco Smok*. Banzana and M ac han i am s of Lsu ks mogenas* 


ritii* immtIii, 4ft endtrsUndtblt by an aducatad Uyatn, th* objKtW* 

•f tbt* prejtct *nd tba s^nirtcwt flndlags raw)ting free tb« nark. lieft tha 
abstract U a mu t" by S.S*. 


Racdrt a>dert»otogcsl ttoOn hM found an association batwaan dgaratte 
smoking arto tot (frvaicpmanl of laukernle. Beraane, a known tot*arr*a<»u*ng 
agent r hurras, it found In nMMy high concentration* In cigaratta smoke md 
is Italy to contribute totha increased (riddance of l»*amto observed in eigaratta 
smokers. Tha obfacw* of our Tobacco-Related Disaasa R esea rch preset fcs to 
investigate iha mechanisms invoked in barusne-inducad Isukenia through 
idtntdyirig the types and patterns of chromosomal changes that oca* todcwinQ 
exposure to benzene end its metabofoes. (mmunofogicafandmofacUarbtotogi^ 
techniques are being used to study chromosomal changes occuring id 1) isolated 
human white blood cals exposed tobenzene metabolites, 2) tha redwood oa«s 
of m»ca expoaed to benzene and la metabofhas and 3) in Iha vtoit* blood cals 
cl smoking and non-smoking individuals. 

Ovtr toe past year we have worked to develop and optimize hybrkSzation 
techniques tar the detection of chromosome changes irt human and mouse cals. 
We are currency applying these techniques to Investigate chromosomal changes 
occurring lolowinQ tha exposue of cats or mica to benzene and its metabolites. 
Recentty, our studies in mica that have shown toat a significant percentage 
(-20%) of the chromosomal changes that occur in the red Wood cals fcHtowing 
benzene exposure are aneuptoid e%*r*s resulting bom the improper segregation 
of chromosomes in the mouse bone marrow. This eslabfehea tha importance of 
investigatng toe role of aneupioidy in benzene-induced genotoxicity. These 
results are complimented by our in vitro results using various metaboftes of 
beroent when havs demonstrated that exposure of human white Wood cats to 

tha baratna matabotte hydroquinone significanlty affects ca» growth and dwision 

resulting in daughter ce#s containing abnormal numbers of chromosomes. The 
involvement of various chromosomes in these changes was shown to be norv 
! random. Further investigations are underway to study the mechanisms 
undertyrg both anauptotoynnducing effects as wel as chromosome-damegng 

1 fnans nf ftinrrflit ansi Us mctafaglieg_ 



Grant 

Awards 

by 

Institution 


h): The number and dollar amounts of research grants 
that utilized animal alternative methods as defined 
by the United States Office ol Technology 
Assessment's 1986 report entitled "Alternatives to 
Animal Use in Research, Testing, and Education?: 

4 $1,049,483 


Grant Redpient(s): 

1. Eastmond, David A. Gen Biomed 

Tobacco smoke, benzene, and mechanisms of 
leukemogenesis 

$224,492 (7/90-6/93) 

2. Quinton. Paul Pulmonary 

Tobacco smoke and airway fluid transport & 
composition 

$301,620 (7/91-6/94) 

3. Tatoot Prudence Gen Biomed 

Fertility, smoking, and early mammalian develop¬ 
ment 

$166,751 (7/91-6/93) 

4. Ware, Carl F. Gen Biomed 

Tobacco product modulation of tnf responses in 
lung cells 

$356,620 (7/91-6/94)1 
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University of California, San Diego 


a) The number and dollar amount of research grants, 
including the amount allocated to indirect costs: 

36 $7,149,994 


b) The subject of research grants by academic 
discipline: 


Cancer 

= 6 

Cardiovascular Disease 

*2 

Epidemiology 

*5 

General Biomedical Science 

* 13 

Public Health, Public Policy, 
and Economics 

* 1 

Pulmonary Disease 

*9 


3. Bums. David Epidemiology 

Modeling u.S. Lung cancer death rates 

$127,276 (7/91-6/92} 

4. Conroy, William Gen Biomed 

Neuronal ach receptors: candidates for 
mediating addiction 

$67,344 (7/91*6/93) 

5. Criquii, Michael H. Epidemiology 

Smoking, immunoglobulin e, and cardiovascu¬ 
lar disease 

$49,517 (7/90-6/91) 

6. Deng, Tiliang Gen Biomed 

Nicotine-induced changes in gene expression 

$70,000 (7/91*6/93) 


c) The relationship between State and Federal 
funding for tobacco research: 

Other State *$2,865,000 

Federal * $498,141 1 


7. Driscoll, Bryan Gen Biomed 

Probing the nucleotide binding site of protein 
kinases 

$70,000 (7/91-6/93) 


d) The relationship between each project and the 
overall Strategy of the research program: 

see d) in Summary Data above 


e): A summary of research findings: 

see abstract (s) below 


f) The number and dollar amounts of research grants 
that involved the use of animals: 

15 $ 3 , 161,214 


g) The number and species of animals used in 
research: 


Chicks 

s 

350/year 

Dogs 

M 

20/year 

Guinea Pigs 

S 

40/year 

Hamsters 

S 

60/year 

HOrses 

S 

6/year 

Mice 

a 

U 137/year 

Monkeys 

a 

3/year 

Rabbrts 

m 

58/year 

Rats 

« 

1,005/year 


h) The number and dollar amounts of research grants 
that utilized animal alternative methods as defined 
by the United States Office of Technology 
Assessment’s 1986 report entitled “Alternatives to 
Animal Use in Research, Testing, and Education*: 

11 $2,043,262 


Grant Recipients): 

1. Berg. Darwin Gen Biomed 

Nicotine addiction: novel ach receptors on 
neurons 

$369,025 (?/91-6/94) 

2. Brown. JOan Gen Biomed 

Nicotinic effects on gene expression in pc-12 cells 

$266,647 (7/906/93) 


8. Foote, Stephen L Gen Biomed 

Nicotine effects on activity of brain cat¬ 
echolamine neurons 

$317,443 (7/906/93) 

9. Hollenbach, Kathryn Epidemiology 

Relationship between tobacco use and abruptio 
placentae 

$220,007 (7/91-6/94) 

10. Howell, Stephen Cancer 

Expression of a drug resistance gene in head 
and neck cancer 

$337,092 (7/91-6/94) 

11. Hua. Xiao-Ying Pulmonary 

Release of pulmonary peptides: nicotine & 

i inflammation 

$223,588 (7/90-6/93) 

i 

! 12. Kagnoff, Martin Gen Biomed 

| Modulatory effects of tobacco products on 
| immune function 

$85,627 (7/906/91) 

13. Kaplan, Robert Pulmonary 

Measurement & outcomes of dyspnea in copd 

$291,191 (7/91-6/94) 

14. Kelner, Michael J. Cancer 

Predinical studies of novel agents for lung 
cancer 

\ $225,000 (7/90-6/93) I 

15. KJonoff-Cohen, Hillary Epidemiology 

Effects of passive smoking on sudden infant 
death syndrome 

149,416 (7/906/92) 

16. KJonoff-Cohen, Hillary Epidemiology 

Effects of passive smoking on sudden infant 
death syndrome 

$ 7 5, Q00 (Extension) (7/91-6/92) 
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17. Leffert, Hyam L. Gen Biomed 

Benzo[a]pyrene: biogenetic effects on hepato- 
cytes in vitro 

$482,971 (7/906/93) 

18. Liu. Shu Qian Pulmonary 

Effects of cigarette smoke on rat pulmonary 

arteries 

$68,650 (7/906/92) 

19. Mann, Thomas Pulmonary 

IL-1 and PDGF: mRNA and protein production by 
alveolar macro 

$69,130 (7/906/92) 

20. Meinkoth. Judy Gen Biomed 

Growth cntri pathways in thyroid follicular epithe¬ 
lial cells 

$225,000 (7/91h6/94) 

21 i. Munaffo. Dominic Pulmonary 

Leukotriene a4 hydrolase secretion by airway 
epithelia 

$70 .000 (7/906/92) 

22. Nobori. Tsutomu Cancer 

Characterization of a new tumor suppressor gene 

$200,810 (7/906/93) 

23. Olman. Miehell Cardiovascular 

Cigarette smoking alterations in thrombolytic 
parameters 

$70,000 (7/906/92) 

24. Pierce. John P. Pub Health 

Analysis of the effect of natl policies on smoking 
behavior 

$579,489 (7/906/93) 

25. Pittman, Ray Cardiovascular 

Pathways for reverse cholesterol transport 

$265,990 (7/906/93) 

26. Poole. David Pulmonary 

Diaphragm structural and metabolic changes in 
emphysema 

$225,000 (7/91-6/94) 

27. Rasmussen, Dennis Gen Biomed 

A hypothalamic mechanism of nicotine reward 
and addiction 

$62,060 (7/91-6/92) 

28. Saatciogiu. Fahri Cancer 

Role ofjun family of protooncogenes in lung 
cancer 

$68,400 (7/90-6/92) 

29. Smith. Robert Pulmonary 

Smoking-induced alteration of the macrophage 
nadph oxidase 

$76,840 (7/906/93) 

30. Smith. Robert M. Pulmonary 

Smokg-induc mod of resp burst oxidase of human 
phagocytes 

$298,435 (7/906/93): 


31. Tam. Elizabeth K. Gen Biomed 

HOman mast ceilproteases.lunc. & exprssn. in 
smkg-indcd disease 

$224,648 (7/906/93) 

32. Taytor, Palmer Gen Biomed 

Nicotinic receptors, tolerance and spinal neuro¬ 
transmitters 

$320,869 (7/91-6/94) 

33. Taylor, Susan Cancer 

Subcelluiar localization of camp-dependent 
protein kinase 

$258,345 (7/91-6/94) 

34. Vellom, Daniel C. Gen Biomed 

Molecular dynamics of acetylcholinesterase 
mutants 

$70,000 (7/906/92) 

35. Wagner, Peter D. Pulmonary 

Determinants of maximum oxygen transport 

$282,699 (7/906/93) 

36. Zanetti, Maurizio Cancer 

Vaccine strategy against tumor-associated 
glycoproteins 

$286,485 (7/906/93) 
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University of California, 
San Francisco 


a) The number and dollar amount of research grants, 
including the amount allocated to indirect costs: 

53 $16,910,401 


b) The subject of research grants by academic 
discipline: 


Cancer 

* 4 

Cardiovascular Disease 

= 8 

Epidemiology 

* 6 

General Biomedical Science 

= 11 

Public Health, Public Policy, 


and Economics 

* 11 

Pulmonary Disease 

= 6 

Tobacco-Use Prevention. 


intervention, and Cessation 

= 7 


c) i The relationship between State and Federal 
funding for tobacco research: 

Other State *$563,837 
Federal *$2,002,731 


d) The relationship between each project and the 
overall strategy of the research program : 

see d) in Summary Data above 


e) A summary of research findings: 

see abstract(s) below 


f) The number and dollar amounts of research grants 
that involved the use of animals: 

8 $2,129,180 


g) The number, and species of animals used in 
research:; 

Pigs * 47/year 

Rabbits * 170/year 

Rats * 840/year 


h) The number and dollar amounts of research grants 
that utilized animal alternative methods as defined 
by the United States Office of Technology 
Assessments 1986 report entitled “Alternatives to 
Animal Use in Research, Testing, and Education - : 

5 $1,818,506 


Grant Redpient(s): 

1. Adler, Nancy E. Intervention 

Pregnant smokers: predictors of cessation and 
relapse 

$453,944 (7/904/93) 

2. Baker, David Pulmonary 

The effect of cigarette smoke on airway neuronal 
receptors 

$225,260 (7/91-6/94| 


3. Baluk, Peter Gen Btomed 

Effects of cigarette smoke on nerve and blood 
vessel growth 

$224,357 (7/91-6/94) 

4. Barker, Judith Pub Health 

Ethnicity and the meaning of smoking in older 
age groups 

$317,076 (7/91-6/93) 1 

5. Basbaum, Carol Pulmonary 

The effects of tobacco smoke on airway mucin 
mRNA 

$71,867 (7/91-6/92) 

6. Bero, Usa Pub Health 

The tobacco industry and scientific 

research 

$220,709 (7/91-6/94) 

7. Blanc, Paul Epidemiology 

Effecfs of cigarette smoking in low-dose zinc 
fume inhalation 

$225,000 (7/91-6/94) 

8. Burlingame, A Pulmonary 

Smoke-induced differential expression of 
cellular proteins 

$257,010 (7/91-6/94) 

9. Cashman, John Gen Biomed 

Human markers for(s)-nicotine biotransforma¬ 
tion & pathology 

$58,898 (7/91-6/92) 

10. Cason, Brian A Cardiovascular 

Oxygen effects on flow & function in ischemic 
myocardium 

$278,044 (7/90-6/93) 

IK Cohen, Robert Cancer 

Molecular basis of lung cancer metastasis 

$223,993 (7/91-6/94) 

12. Cooper, Douglas Pulmonary 

Function in lung matrix of a laminin-binding 
lectin 

$225,000 (7/91-6/94) 

13. Coughlin, Shaun Cardiovascular 

Determinants of thrombin interaction with its 
receptor 

$244,243 (7/91-6/94) 

14. CrougharhMinihane, Mary Intervention 
Smoking intervention for women seen in 
primary care practice 

$218,178 (7/90-6/93) 

15. Cummings. Stephen Intervention 

Do follow-up visits help patients quit smoking? 

$745,189 (7/91-6/94) 

16. Curtis, Donald Gen Biomed 

Stabilizing the occlusion in the dentate 
hemimandibulecto my 

$104,037 
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>•; Dodson. Barbara Gen Biomed 

effects of sedatives on neuronal nicotinic binding 
$394,30!) (7/90-6/93) 

18. Erffc, David J. Gen Biomed 

Effects of cigarette smoking on leukocyte a 
dhesion molecules 

$223,015 (7/90-6/93) 

19. Emster. Virginia L Epidemiology 

Cigarette smoking and facial wrinkling 

$528,147 (7/90-6/93) 

20. Frnkbeiner. Walter E. Pulmonary 

/n vrtro characfenzafion of human airway gland 
cells 

$511,793 (7/90-6/93) 

21. Franzgrote, Merula Intervention 

Assessment of teen tobacco use by primary 
care physicians 

$70,000 (7/91-6/93) 

22. Gibson, Bradford Cancer 

Phosphoryl peptide inhibitors of tyrosine kinases 

$308,697 (7/91-6/94) 

23. Glantz, Stanton A. Pub Health 

Tobacco industry response to passive smoking 

$484,233 (7/90-6/93) 

24. Hardman, David Cardiovascular 

Smoking and lipoprotein-based mechanisms of 
atherogenesis 

$70,000 (7/90-6/92) 

25. HeMerstetn. MarcPub Health 
Substrate cycles , calorigenesis and smoking 
cessation 

$378,709 (7/90-6/93) 

26. fehii, Kenji Cardiovascular 

Mechanisms of thrombin/receptor interaction 

$69,175 (7/91-6/93) 

27 Jacob, Peyton Pub Health 

Clinical pharmacology of tobacco alkaloids 
$538,143 (7/90-6/93) 

28. Kane, John Cardiovascular 

Effects of smoking on high density lipoprotein 
species 

$203,942 (7/906/93) 

29. Kane, John Cardiovascular 

Smoking and lipoprotein-based mechanisms of 
atherogenesis 

$250,645 (7/916/94) 

30. Kramer, Randall Cancer 

Oral cancer: adhesive interactions during progres¬ 
sion 

$309,025 (7/916/94) 

31. Kauir, Surinder Gen Biomed 

MS studies of tobacco—specific adducts with 
hemoglobin 

$225,000 (7/906/93) 


I 32. Lee, Philip R. Pub Health 

j Prop 99 S indigent care:lessons for future health 
care reform 

' $589,893 (7/906/93) 

j 33. Leffler, Hakoo Pulmonary 

An endogenous lectin in airway epithelium and 
lung cancer 

$463,703 (7/906/93) 

! 34. Levine, Jon Gen Biomed 

Nicotine enhanced adrenal medullary-dependent 

I I inflammation 

$363,563 (7/906/93) 

35. Lurie, Keith G. Cardiovascular 

Nicotine & the heart: potential link to sudden 

}i death 

$225,000 (7/906/93) 

36. Mcphee, Stephen Intervention 

Vietnamese smoking cessation intervention:a 

j! controlled trial 

$707,559 (7/906/93) 

37. Mitteness, Unda Pub Health 

Management of smoking by the elderly in long 
term care 

$498,334 (7/906/93) 

38. Moscicki, Anna-Barbara Epidemiology 

I Effect of tobacco on cervical neopfasia in young 
women 

$959,796 (7/906/93) 

39. Otero-Sabogal, Regina Intervention 

! Smoking prev. for hispanic pregnant&non- 

pregnant adolescents 

$217,470 (7/906/93) 

40. Palefsky, Joel Epidemiology 

Role of smoking in progression of anal neoplasia 

$638.81 2 (7/906/93) 

41. Parmley, William Cardiovascular 

Effects of passive smoking on experimental 
atherosclerosis 

i $340*594 (7/906/93) 

42. Perez-Stable, E/iseo Pub Health 

Comparison of nicotine metabolism in four ethnic 
groups 

j $449,327 ( 7 / 90 - 6 / 93 } 

L 43. Piedimonte, Giovanni Gen Biomed 

Influence of cigarette smoke on neurogenic 
1 inflammation 

$70,000 (7/906/92) 

| 44. Pyreia. Robert Cancer 

Integrin distribution and function in lung card- 
I noma cells 

| $358,128 (7/906/93) 

45. Rempel David M. Epidemiology 

The relationship of tobacco exposure to semen 
biomarkers 

$186,739 (7/906/92) 



Grant 
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46. Rice. Dorothy P. Pub Health 

Cost of smoking in California 

$110,697 (7/90-6/911 

47. Sagar. Stephen Gen Boomed 

Nicotine and early response gene expression in 
brain 

$99,550 (7/90*6/91) 

48. Scheinman. Melvin Epidemiology 

Cigarette smoking and sudden cardiac death 

$783,631 (7/90-6/93} 


49. Shipp, Miriam 
Health services research 
$65,120 


Pub Health 


(7/906/92) 


50. Stewart Anita Pub Health 

Health related quality of life outcomes of smokers 
who quit 

$338,364 (7/916/94)1 

51. Strack, Alison Gen Biomed 

Nicotine , paraventricular nuclei and corticoste¬ 
roids 

$62,494 (7/916/93) 

52. Walsh, Margaret Intervention 

A smokeless tobacc cessationintervention: 
college athletes 

$648,997 (7/906/93) 

53. Yen, Tien-Sze Gen Biomed 

Polycyclic aromatic hydrocarbons and hepatitis B 
virus 

$75,000 (7/916/92) 
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W 1 WIML WUSIlttTM WgQL_ 

1HST1UTT10* Ueivralsy of California, tan Francisco 

I ITU or ►ifUTCT, Pratnont l»oUiii Fradlctoro of Cataaclon dad Ulipn 

Must mwrlti, in Ungues uMtrttlttdiblt by •« *dueit»4 UyMfl. tM tbjtetive 
♦f thli project th* Ugnlftmt ftndlr^B mult"* from the wort. Limit th* 
ibttrut to o IH» P by ».1\ 

Th* purpoM of thi* r a search 1* to ixuitM th* rol* of 
psychological ond social factor* in noting cassation 
during pregnancy and postpartum, W* bava davalopad a 
thooratical modal which includes four major predictors of 
quitting smoking during pregnancy and of remaining 
abstinent during th* postpartum psrlodi (1) Constructivs 
thinking, th* *xtent to which tho woman deals sff*ctiv*ly 
with stress, (a) Self-efricacy, th* woman's b«li*f in hsr 
own ability to quit smoking and maintain abatinance, ( 3 ) 
Attitude and p«rcalv*d social expectations regarding 
smoking end quitting, end (4) Habit strength, reflecting 
the woman's psychological and biological dep*nd*nc* on 
tobacco. Secondary objectives in this research are to 
assess alcohol use in pregnant smoker* end to examine the 
rol* of the woman's feelings about her pregnancy. Our 
ovarall goal is to us* these date to design an intervention 
to prevent substance use end relapse during pregnancy and 
after. 

W* have Implemented procedure* to obtain basic demography 
d*ta end emoking status on all new obstetrics patients in 5 
clinical study sites. From these, 344 women are being 
recruited if they: (l) are 1* years of age or older, (2) 
ar* ih th* first trimester of pregnancy and plan to carry 
to term, (3) have smoked at least daily for on* week within 
a month of (2 weeks before to 2 weeks after) having a 
confirmed pregnancy teat (4) have only known about tha 
pregnancy for 2 weeks. The women are being interviewed 
during th* firet trimester of pregnancy, at 7 months 
gestation and again at 4 month* postpartum to aassss 
smoking statu* and psychosocial characteristics. 


Mem ur 
ef tMfc r 
abstract : 



flUNCIMl lHVtSTlUTOft 


TITLt Of PROJECT . 


WARD PCM0 0 July *440-- Wl 


ilia. San frangingft 





Mem nmmeriit, in language understandable by as educated layman, the objective 
of tMa project and the significant findings resetting from the wort. Limit the 
abstract U a space 4* by S,$\ 


Heat MKk imyutatdul islatuot)a caaaed hy a nhtm iwoffictency W Wood to^dy to the heart 
(myccanfcaJ hem*). Tmatmcntt reopen Wood vessels inch as coronary hyfee graftwig md 
cU» davd-tigr may Wnp jeop ardo ed myumdta )umm anddecrtaac dm mor Wduy aad momhty of 
niyecarihai mlafvun* H©wc*ci. sue* utamu take ume to ww*. and adjunctive muani to eamnd 
*( vcdhiiry and meptt y of jaopardocdlmvt trtwevchcccsvy. One sackadjanor* «ewc *the 
emniwMwatMwi of mppA e sa md o*y*<*. The otpeuve of tMs project a to dcttrmma the m a gnitud e . 
•KvkMwti w ***** of dm beneficial eibc* of m pp Scwmatal oaygen m acme myocwdol whema 
The »this project utifoe wt open chest *wm* meed of myocardial m. hernia m whirk a 

cwoho wtcry ti isolated and eannglMtd, and arterial m«t» unuon m altered only in dm coronary 
artery prrfiw«s an meheatic myocardial wmc Wdns model, the eflacis of aneriW onypte on temnrt* 
t —c t. ua. rcjitttti m etabWiee and dm *nrihw*m> of m yoca t dml Wood flow am m en tor ed. 

lo dm hwmnetofeap e rtn mmi w me extent pmpetdm bfuntener d ^ e n d ^ g mxry wsa oanWcd 
«W flow to dm artery til mrtcUy controlled til I rotter pomp. At lug* and lew eot enor y otygea 
terowm. we W*c m eaa er ad regional myocardial function. Wood flow and maiaho lew . High oeygea 
tention ihyperoau) me maced dm contracuk fnnciion of iachcmk n^roeardiem —m an ual ly Tht* 
mouse m ojeuacuk Fwncbon w« mostly atuihwaWe id m berease in cadmscdiel Wood How. wh*h 
W ■» tarmed *) e» imygcn mdotod Wood flow md mt rihobc*. Caraavy hypenaii aho ttausaied the 
frodwcum of Lxiatc, ■ marter of iccheamc amufaoham. TV** dau dwnomorot* fcr dm fern tone Set 
«ncvua* artmal POj «o«f kvk otyocarM kchenna improves hot* hmctmn ami flow dtw*wMn 
m dm McWronc myncanhwn and d t ernao« the meuWdSm of ghmum as t ukaem c . 

In amxkci rcims of eapertmenu. wc me cummmg dm effcets of Wg* anchal wyge* leotwn on the 
amwicgolaurm <d coronmy Wood flow. AtitorogWmion ts the pfcy*Hdot«W poem wturt hoeps 
ommart Wmal flow relatively conttam over • wWc mge of CO tonary Mood pressures, la these 
rtpuimcMS. we hove found \*U h»«* armnsl oaygea tension docmM* Wood flow to noamal 
myncordium armu » wide range of coronary praam Thu deocaM m Wood flow oc te t s wnlnart any 
3Tru»fM dLvmmnul eflects on contracuk fvnction. *Wh ntggtut the hypodm^t that oeygea mm is 
dftcieM dmmg hyperoim. This hypothesis aad althmauve hyywthem to esptam *is mtcrcmni 
rmdMg wB hr tested in, fottre eapenmentt. 
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Institution 


AWARD * _ AWARD RCRIO O, " OYt ^ ,T ’ 

flUNClMl INVESTIGATOR wtm *» M. r<rslty, HD _ 

IRSTmniCtt Vhlv«r*lty •( Ullfaml*. *•* rwcisea 


r 1**0 t«» July l. 1**1 


award #1 *t m 


AWARD WRIOO?/!/^ - 6/30/91 


PRINCIPAL INVESTIGATOR fcLIStQ PML7-STABLE 


IMiuftitf of California, San Krone iuo 


TITU Of PROJECT •£ FaMiv* IsoAIm >n I»y«rl—ntal AtKaroec iarnalr UTLl Of PROJECT Ccnpariso® of Nicotine Met*bol»*n In t-'Our tihnie Croupi 


Naisa sumrfzt, U Ungual undfntindtbW by u bducaUd 1ty**n, tht objective 
of this projoct and tht significant findings resulting fro* th« wort, llsit tht 
abstract to a so act 4* by 5.5*. 


Tht purpott «« tow study is to wato** tow totM d pant* amtodng i 


^ wreo d trodt tor fibtof into oWgtottoitototoL That* pa* wwd menu* tm* ban sptm 


to> developing tow tochdquat tor quOTkaiiriQ eraohe apoan. putohaetog tow m 
•qtipmmt. and ideratoying tow specs and spatial cagtt toa c a us t UCSF to a a 


anwronfrwrt.tfiia hat con y > n ai a rt didifwatow. to quMiaing smoking mpoatn. we tv 


avahwiad ewtoon monoatda uaing two dtoarara arWynrt and ado bore mazed a ptozoj 


batanca to flMtaourt particutotot In tow afe. Thto device has batn wood aa tow gdd a 


tor meaeuremems d paniedde matter Dy tow CPA. W h*m ado Obtained a pass** menta 


d vapor phase ticottoe in tow dr which nay ado hdp to ****** tow smoting otpoautj 


Passfca smoke to praducad by uaing a borgvatt smoking machine. We can analyze bed 


tidt-tiraam vnoting and matowtraam amok# wth tod (Met. Dwtog tow port tow north* w 


hwo overcome aa d tow major tochnlOrt and onWonmore dMeghda which wara r 




ew measurements. Tha actual «yarimaraa«WfiwdwohtoM now begun and wo wilevtiurtd 


tow antca d pawivt smoko on tow davatopnara d torwroaedroad to> tow tpid4ad ratjbt 


PRINCIPAL INVESTIGATOR 


Giovanni Piedlaonte, H.D. 


University of California San Francisco 


TITLE Of PROJECT Effect of clqsrttte swoke on neurogenic Inf lunation 


PI**st suwaarlzt, in language understandable by an educated Taysan, the objective 
of this project and the significant findings resulting fro* the work. Halt the 
abstract to a space 4* by 5.1*. 


Cigarette amok# atimulatoo Mnory nerves In the airway mucoea causing 
leaaj roleasa of the inflammatory nauropoptkios aubstartc* P and caldtonln 
gene-ratatod peptide (CORP). Wo oxamirwJ whether those neuropeptides 
couk! influence btood flow In the airway microcirculation. In this study, wo 
used th# reference sample microsphere technique to measure changes in 
regional blood flow and cardiac output dfrtfibutien produced in the rat by 
substance P. CGRP. and c**aidn, a drug that releases endogenous neuro¬ 
peptides from sensory nerves. Three sets of microspheres labeled wih differ¬ 
ent ratftonucftdes were Infected into the left ventricle of anesthetized F344 rats 
before, immediately after, and 5 min after left ventricular Injection* ol either 
capsaicin (tQ-T molAfl), substance P (tO-* moWig), or CGRP (10* rooWig). 
The reference blood sample was withdrawn from the abdominal aorta, and 
was simultaneously replaced with 0.9% NaCJ at 37*C- Groups of rats were 
pretested with atropine, guenethkSne, and hexamethonium to Inhibit auo* 
nomic reflex as. Wa lound that rtmulaJion of sensory nerves with capsaicin 
causes a large increase In microvascutar blood flow Mi the extrapulmonsry 
airways (498 ± 110% increase from baseline, meen ± stendard error P < 
0.01). which does not oocur in other organs. This effect of capsaWn was still 
present after the inhibition of autonomic reflexes and was mimicked by sys¬ 
temic Injections of substance P (403 i 160% increase; p < 0.01), whereas 
CGRP did not increase airway Wood Bow significantly (49129% increase; p - 
0.4). Thus. Inhalation ol cigarette smoke IS Nfcety to Induce large increases ol 
airway blood flow by releasing substance P from sensory nerve terminals, and 
this may be a crucial component of cigarette smoke-inckjced inflammation ol 
the respiratory mucoea. 


Page 90 




Flem suMMrlze, la language understandable by an educated laymen, the abjectly* 
Of tMs project and tht significant findings resulting fro* tbo work. Matt tJ* 
abstract to a space 4* by S.SV 


There is considerable evidence that nicotine ia an important 
determinant of tobacco smoking behavior. Cigarette smokers appear to 
regulate their tobacco consumption to gain desired effects of nicotine 
which are related to the levels of nicotine in the body. The rate of 
metabolism of nicotine, and clearance of its principal metabolite 
cotinine, are important determinants of individual differences in self- 
reported consumption of nicotine from tobacco. 

The objective of this project is to systematically evaluate the rate 
and pattern of nicotine meUbotiun and the relationship between 
metabolism and daily intake of nicotine in habitual smokers from four 
major rad a)/ethnic groups residing In California: U5. bom Norv- 
Hi»panic Whiles or Caucasians, Blacks/African Americans, 

Latinos/Hispanic* of Mexican or Central American background and 
Chinese Americans. This will determine the extent to which different 
metabolic rates exist in these ethnic groups and the possible 
relationship this may have to self-reported cigarette consumption. 
Although self-reported cigarette consumption is lower among Blacks, 
Latinos and Asians, other studies have raised issues of underreporting 
consumption and differences in metabolism of nicotine as possible 
explanations. This project will be definitive in answering these 
questions. 

During the first year of this Project, 43 subjects have been 
studied: 22 Latinos, 13 African Americans and 8 Whites. No analyses 
of coiinine and nicotine have been conducted to date. 


AWARD 9 1 RT m _ AWARD NfWIOO 7/1/90 - 6/X/'J3 

PRINCIPAL INVESTIGATOR Robert Pytela_ 


University of California. San Francisco 


TITLE OF PROJECT 1RTE6R1W DISTRIBUTION AND FUNCTION IN LUHG CARCJMIUHR CELLS. 


Please umaerlze. In language understandable by an educated layman. the objective 
of this project and Ih* significant findings resulting fro* the work. Unit the 
abstract to a space 4* by S.S\ 


The long- term objective of das project is to characterize the >de of a novel ettst of 
cdl-surface receptors, termed imegrins, in king cancer metastasis. Isaefrins are found 
on the surface of all cells and are believed to play important roles in mediating awl 
regulating a ccITs imemetiu* with its e n vironro ew . which la c w npo Md of the surfaces 
of other cells as well as muaoclhiUr matrix protein*. M is likely that rh — |rt iu the 
nature and die activity state of imegrins on the surface of a tumor cell bee closely 
associated with malignant transformation and metastatic progression. The current 
study is designed to characterize the kind of wMcpm* that arc present on different 
types of lung carcinoma, to analyze any changes that may be tno cia a ed with tumor 
progression and metastasis, and to unravel the functional contributions of different 
in it grins to tho metastatic process. We have imriased this work by developing a novel 
technique that mokes it possible to rapidly identify the Mnegrin molecules present in a 
given lung carcinoma cell type. This is done by toobnng the individual DMA 
molecules corr es ponding to the genetic information encoding these integruu. We 
have now established the application of this te ch n i qu e » both components, termed ft 
and P subunits, that make up the functional integral receptors. Using this technique, 
we have isolated pieces of DNA corresponding »10 different a subunits and 7 
chfferem 3 subunits, several of which wot previously unknown. These DNA 
motccuka can be used to identify the presence of Huegrihs in lung carcinoma cells 
cultured in the laboratory, as well as in sections of lung cancer tissue obtained from 
surgical specimens, using a tech n i qu e called in situ hybridization. We have taken the 
firsi steps towards establishing this technique in our laboratory. To identify integnn 
proteins in cells and tissues, we have developed novel antibody reagents shat bind to 
two previously unknown integnnl. termed p6 and f}7. We are aim working on 
determining ihe complete coding DMA sequ en c e of three novel a subunits, termed 
o7. aK and ctA. This will allow ui» prepare antibodies to these molecules by 
immunizing rabbits with short synthetic pieces of the predicted protein sequence. We 
are beginning to apply these reagaiu to the analysis of a variety of lung carcinoma 
cell linev, as well as tissue umpks from surgically removed lung carcinoma. 
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University of California, Santa Cruz 


a) The number and doHar amount of research grants, 
including the amount allocated to indirect costs: 

1 $122,08 2 

b) The subject of research grants by academic 
discipline: 

Cancer = 1 


Grant 

Award* 

tnr 

tnat Hu tton 


c) The relationship between State and Federal 
fundihg for tobacco research: 

0 

d) The relationship between each project and the 
overall strategy of the research program: 

see d} in Summary Data above 

e) A summary of research findings: 

see abstract!*) below 

f) The number and dollar amounts of research grants 
that involved the use of animals: 

0 

g) The number,and species of animals used m 
research: 

N/A 


The number and dollar amounts of research grants 
that utilized animal alternative methods as defined 
by the United States Office of Technology 
Assessment s 1986 report entitled “Alternatives to 
Animal Use in Research, Testing, and Education": 

N/A 


Grant Redpient(s): 

1. Konopefski, Joseph Cancer 

Asymmetric synthesis of (-)-podophyflotoxin 

$ 122,082 { 7 / 91 - 6 / 93 } 
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Grant 

Awards 

by 

institution 


University of Southern California 


a) The number and dollar amount of research grants, 
including the amount allocated to indirect costs: 

24 $12,359,903 


b) The subject of research grants by academic 


discipline: 

Cancer * 8 

Cardiovascular Disease * 3 

Epidemiology * 5 

General Biomedical Sciences *2 

Public Health, Public Policy, 

and Economics * 1 

Pulmonary Disease = 1 

Tobacco-Use Prevention, 

Intervention, and Cessation * 4 


c) The relationship between State and Federal 
funding for tobacco research: 

Other State *$172,247 

Federal = $6,277,069 


d) The relationship between each project and the 
overall strategy of the research program: 

see d) in Summary Data above 


e) A summary of research findings: 

see abstract(s) below 


f) The number and dollar amounts of research grants 
that involved the use of animals: 

7 $3,753,720 


g) The number and species of animals used in 
research: 

Guinea Pigs * 150 /year 

Hamsters * 90/year 

Mice = 532/year 

Rabbits * 3/year 

Rats * 900/year 


h) The number and dollar amounts of research grants 
that utilized animal alternative methods as defined 
by the United States Office of Technology 
Assessment’s 1986 report entitled ’Alternatives to 
Animal Use in Research, Testing, and Education": 

8 $3,874,066 


Grant Recipient(s): 

1. Broefc. Daniel Cancer 

Structure-function studies of ras nucleotide- 
exchange-factor 

$593,460 (7/91-6/94) 

2. Cadenas, Enrique Cardiovascular 

Phenols & PAH in tobacco-related cardiovascvlar 
disease 

$422,606 (7/906/93) 


3. Cote. Richard' Cancer 

Detection of lung cancer micrometastases 

$120,346 (7/91-6/92) 

4. Dent Clyde Intervention 

Tobacco cessation among pregnant low-income 
Latino women 

$738,250 (7/90-6/93) 

5. Dwyer, James H. Intervention 

Physician incentives & smoking cessation 
effectiveness 

$745,317 (7/90-6/93) 

6. Fournier. Mario Pulmonary 

Diaphragm cellular & functional adaptations to 
emphysema 

$283,027 (7/90-6/93) 

7. Gopalakrishna, Rayudu Cancer 

Tobacco cardnogens/c-kinase oxidative activa¬ 
tion/metastasis 

$363,557 (7/90-6/93) 

8. Hennigan, Karen M. Pub Health 

Differentiating preadolescent/adolescent paths to 
smoking 

$462,095 (7/906/93); 

9. Hinton, David Gen Biomed 

Effects of prenatal nicotine exposure on brain 
development 

$750,522 (7/90-6/93) 

10. Hiti. Alan L. Cancer 

Tumor suppressor gene mutations in lung cancer 

$333,053 (7/90-6/93) 

I t. Hofman. Florence Cardiovascular 

Role of nicotine in endothelial cell function 

$274,274 (7/906/92) 

12. Kedes, Laurence Cardiovascular 

Tobacco induced hypoxia: molecular genetic 
responses 

$685,782 (7/916/94)' 

13. Landolph, Joseph Cancer 

Tobacco carcinogen transformation of human 
bronchial cetis 

$621,667 (7/906/93) 

14. Langhoiz, Bryan Epidemiology 

Modifiers of susceptibility to smoking for lung 
cancer 

$202,163 (7/916/93) 

15. London, Stephanie J. Epidemiology 

A genetic marker of lung cancer hsk among 
blacks and whites 

$1,037,143 (7/906/93) 

16. Mack. Thomas Epidemiology 

Tobacco-related disease in native California twins 

$635,523 (7/906/93) 
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17 Martin, John Cancer 

Detection of lung tumor derived DNA in sputum 
using PCR 

$115,098 (7/91-6/92) 

18. Mazumder, Amitabha Cancer 

Novel approach to head and neck cancer therapy 

$540,373 (7/904/93) 

19. Pentz. Mary Arm Intervention 

Effects of social & personal coping programs for 
smoking prevention 

$676,722 (7/90*6/93) 

20. Ross, Ronald K. Epidemiology 

Environmental 6 genetic risk factors for bladder 
cancer 

$1,149,699 (7/906/93) 

21. Roy-Burman, Pradip Cancer 

Genetic aberrations in tobacco-related lung 
carcinogenesis 

$214,339 (7/90-12/91) 

22 Scribner, Richard Allen Intervention 

Amnesty smoking prevention project 

$688,350 (7/906/93) 

23. Thomas Duncan ,C Epidemiology 

Modifiers of susceptibility to smoking for lung 
cancer 

$79,948 (7/906/92) 

24. Zldkovic, Berislav Gen Biomed 

Nicotine, tobacco smoke and the blood-brain 
barrier 

$626,559 (7/916/94) 


PRINCIPAL INVtSTICATOft 


TITLE Of PROJECT | 


of Southern California 


Plaast iiMurlti. in language understandable by u edecatad laysan, the objective 
of.thil project and tii« significant findings resulting fro* the Mrt. Halt (No 
Abstract to a tpKi 4* by S.S*. 


Hwobjwlve of this precis* identify mttaboliies of po»*ycl*^ 
whtcn arc cacmicil campoacnu of tobacco smoke and study their effects on 
cardiovascular functions. Our time table begins with a series of study using model 
coinpounds of the l-naphthoi family, which arc much more readily available than those of 
the benzolalpyraw family, to examine their effects on tha regulation of Mood vessel 
contraction. Both 2-mettayM.4.naphthoquiftOM (Kj) ami 4 ami n o.2-methyH- 

njphthalenolOCj) had no vasoeowronj effects on the perfused rit mesenteric aneryw 

concentradom between 1 to 10uM. but greatly potentiated the vasoccnstricting actions of 
natural visoconstricton vasopressin <AVP) and norepinephrine (NEX Tbedfcci of both 
and was reduced but not abol i s h ed by the removal of the endothelium, suggesting 
that their vasooaion was in pan associated with inactivation or inhibition of endothelial 
relaxing fscior(s) (EDRF). In vessels with endothelium removed, the quinoncs 
potentiated VSP- and NE-induced contraction without affecting tissue cGMP levels. 

The molecular mechanisms of the vascular action of quinoncs were examined by 
studying their effects on the degree and the nature of phosphorylation of one of the key 
contractile proteins, i «.. myosin light chain (MLCX MLC phosphorylation was 
markedly increased by the qutnooes even though there was no change in vasotension. 
Nevertheless, they further increased VSP- or NE-indoced MLC phosphorylation, 
concomitant with their potentiation of vasoconstriction. Analysis of phosphopcptidcs 
resulting from tryptic digestion of phosphoryUted MLC from blood vessels perfused 
uwkr vanou* conditions clearly demonsoeted that quinoncs increased phosphorytation of 
MLC at Site(s) different from that induced by the natural vasoconstrictors and 
phosphorylation of these sites, while having no contracting effect, potentiated 
phosphorylation «f mother she which it critical for effective connection. 


wars I_!!!!5_ «u» Rt»mc fi>c *i ™ r ,0 ~’ 1 

HtlNCIMl INVCST1CAT0R Clydt M. Item. *>.»•■ _ 

INSTITUTION University of Southern California _ _ 

HUE Of PROJECT Tobacco Cessation fenong Pregnant Lou Incot Latino Weoen 


pitas* stmrlze. In language understandable by an educated 1a/nan, the objective 
of this project and the significant findings resulting fron the uort. Ltnlt the 
abstract to a space 4’ by 5.S'. 
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I >rr im _ WHO KIM 00 l >f 3 yw (J/kk*/i: 

ftlNCIML INVESTIGATOR OrrlS ». m»tw W.P, Ft., O^n-Wl* Cfc—H N.P. C* -M 
HCST1TVTI0II mwrittt »t IwtMn C*llln*l* 

Tint « FROJECT tffeet »f IMlantml— — M» U P*wl*F~"t 

flMW Matrix*, 1* Huguaga mdmtadifeU *y t* «*Kiti4 Hyaan, tha abjective 
tf tail *r*ject wd tb* significant findings reselling fro* Ut work. Halt the 
•titrut to • ipui I* by S.S\ 


AWARD t 1 KT-S* 


i perio d Juiv k »*2£ ~ Juw * 3w » »**i 


PRINCIPAL INVESTIGATOR »i»» L. him, rh.D., _».o_. _ 

INSTITUTION Unlverfclty ot laut-hern taiifornse 



TTTU OT PROJECT . 


Plots* suewrlxi, in Ungut9* mderstandable by M educated leyoan, th* objective 
•f this projtct i*d th* significant findings resulting fro* th* wort, limit tb* 
abstract to 1 space I* by S.S*. 


by 

InotrtvtJon 


Hw daldrea of mcAtn **• wok* dgarcacs burin* pnpmcj my bo ttmmfy 
tfacud It owd *»ys tndudbif the devetopnae of behavioral abnormal***. 

StaMdJO oanodwpSwS bertier 

rcnttinf »* foul maxim kvati a Iota as U^> a la ihe nodicr. Animal mode* are 
widely accepted for ocorouaic *udy. Con*** limiw infusions in m by mows of 
uirntir Bunipumo. reads in arum nicotine levels Omit* 10 fccae found in hm m 
pciai Previous *wdi*t mtag this syitan ton dtown dut akotiat may od 
nhendy* awed crlticaUiagaieftraiitde»elcp*»eL 

W* me mug dd* mem 10 *udy dt* oeuroMtomktL Mocbanktl ond 
mdtcuhr dunfmraaddni from prenaui exposure of S* developing fours 10nicotine. 
bnu)txp*im*nndonewM|»iel*l¥tly highdooe of nicotine (*00 ng/mi) he** 
mown iMruwrinc growth nurdafen wish hick periosul mortality. The feeobt daw 
: ve*nsnertlunoortrollnldiowodiaraotfitiicdet*ner*knprim*DytacaNood 10 
d* white maier with; iniracytoptiamic vacuoiiaatiM.The nature of this change it being 
| sodM currently unrig electron mia occupy and inwnunohtaMdKfriasry. The poasibiiny 
** peri of this change may bo due to mcgndvy effects from placental isdwsn lo Is 
• 4 a iwvc*>t*ionL Simil* dunpu. bowem. *• found in nubiidwd ceil Unet 
derived from ht*n*i ntwrtl tusnors ltd bi primary organ oth*«s from nswal timet 
•tiding due t primary effsa b likely. The* change* wo limtad 10 lbs d e v el opi ng 
wrroux lyuen since ihe brains of ihe mocher rats, exposed to the am levels of 
nicotine, vt unaffected. 

Cur to* expo iments bdude farther analycUat levels of nicotine eonwnonly fouad 
bsmokbg mothers to see if similar changes we found. Intensive in vitro todies we 
•4away to etsMidk If nicotine ha effects on specific aages of neural d eve lopment 
mebding neuronal precursor proliferation. neurke outgrowth. *td cell migration. The 
rendu of he* experiment will continue to provide important new information about 
hrtiedevcJopiMM mi tbebuwfc of smoking during pregnancy. 


Tba objectlvs of thla project Is to evaluito the 
genetic cfssngas in tu*or oupproesor f«»«s in human 
lung carcinoMS, Using archival formalin flxsd, 
paraffin onbaddod tlsaua of the four najbr Histolog¬ 
ic typos of lung carcinoma, this proposal utilisoa 
■tat* of tho art nolacular tachniquaa to amplify, 
aeroon and varify abnormal itlaa of tho pSl tumor 
suppressor gone. This approach haa vidoapraad 
applicability to ratroapoctivaly dotacting mimita 
changes in any target 9 *no sequence. Linking the 
types of p53 mutations to th* histologic type and 
smoking history may provide insights into possible 
atlologlc carcinogens. In the first year of sup¬ 
port, the study cases have been reviewed* aelectad 
and prepared for analysis. Tba NCR amplification 
technique haa been optimised to produce a single 
amplified product. Screening techniques have been 
evaluated resulting in the description and pending 
publication of a new, non-radioactiv* approach to 
rapidly identify mutated gen* sequences. Studies to 
varify th* presence of mutations and to Identify the 
specific nucleotide changes era presently being 
evaluated and will be optimised during the second 
year of atudy. 


OT/m/W-u/so/o: 


MU ttl PH INVESTIGATOR 


noTfixu H. Ikifmn, Ph.I). _ 

University of Southern uiifomii 


MUNCIRAl tNVISTICATM 


University of Southern California 


TITLE Of PROJUT Role of Hi eon we U Endothelial Cell function _ 

Ptast simasrttt, th language wndtrslindabU by h tducatad Tiyuaa, tb* objectiv* 
•f this project and tb* stgntfttant f lad lags resulting from th« work. Halt th* 
abitract to a space V by 5.5*. 


TITLE OF PROJECT Tobacco Carcinogen Care 


PleaM suamertio, fi?l{a^J*tofftfllti*bSS\Jfaii adweatad layman, tb* abjaettv* 
•f this praject v4 tb* atwtfleant findings rweUlag from the work, limit the 
abstract to a space I* by 5.5V 


The goal of this uutiy is to iktctmiM ihe effects of nicotine on the function of 
coJiKhelal cells. We are interested in the effects of nicotine on the ability of 
enduihcliil cdh m> prnducc coagulation factors and other growth factors 
which arc necessary for proper maintenance of ihe Mood vessels. We found 
that nicotine decreases ihe production of the important growth factor, iL-6, 
which ts involved in the focal immune response. Nicotine also inhibits the 
activity of Ihe cytokine, tumor necrosis factor alpha (TNF-e). TNF-* 
uimukites the coagulation process in endothelial cells, but in the presence of 
nicotine, this activity is reduced. This data suggests that nicotine interferes 
with the normal inflammatory response at th* site of the blood vessels, and 
alters the function of the endothelial cells Kning the blood vessels. These 
alterations cnukl lead to more pronounced infection* and lower blood dotting 
capabilities. We arc continuing this study in order to determine th* specific 
mechanbm by which nicotine alters the cells' function. This information is 
essentia) fur developing therapies 10 inhibit or reverse the disease processes 
induced by nicot ine. 


lo th* first year of work 00 this grant, w* mad* contact with a number 
of tis&u* banks and arrangements to allow us to obtain tpocimons of 
normal human bronchus from autopsy, biopsy, or surgery. We now receive 
specimens of normal human bronchus routinely. Secondly, we established 
methods to culture specimens of normal human bronchus to derive cultures 
of normal human bronchial epithelial (NHtE) ceils. We compared Ham's 
FT J, LDM, and IHC-9 tissue cuftur* media, found that all these media are 
equally support establishment and growth of NH8E cell cultures, and chose 
IHC-9. WO have successfully cultured NHBE cell cultures for two months. So 
far, we have not been able to done these cells to establish cytotoxicity 
assays by Mating efficiency procedures. W* *r* working to develop the** 
assays. After the two month period of culture, all NHBE cells then senesc*. 
We are presently working to immortalize NHBE cells by treating them with 
colcemid and by transfecting them with v*myc and SV40 large T antigen 
oncogenes. Studies of tobacco carcinogen-induced transformation will 
then be initiated. We a Ho conducted an experiment studying expression of 
RNA transcribed from the GRP7I glucose-regulated stress gene We found 
that in two human bronchial epithelial tumor cell lines. A427 and cM.U-3, 
there was abundant mRNA transcribed from this gene compared to GNN-78 
mRNA levels in lymphocytes from four patients afflicted with lupus 
, erythematosus used as negative controls. These studies indicate that these 
human bronchiOJ tumor cell lines over-express GAP-71 mRNA. We also 
conducted experimentation with a permanent line of bronchial iepithelial 
cells derived from Maccacus Rhesus monkey. Wc found that these cells 
grow well and clone well, yielding a four percent plating efficiency with 
! easily identifiable, discrete colonies th*t are easily counted 
| Finally, we found that aspirin and dexamethasone inhibited polycyclic 
hydrocarbon induced morphological transformation in C3H/iOTt/2 mouse 
| embryo celH and inhibited MNNG. nickel and TPA induced anchorage 
independence in diploid human fibroblasts. Prostaglandins, leukothenes. 
i andtof oxygen radicals may be involved in chemical transformation. 
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ittARD < «T 140 _ AW ABO PfRIO D 7/i/M » &/30/tl 

PRINCIPAL INVESTIGATOR Ifptonio J. London., _ 

- INSTITUTION University of Southern C* 11 fornia School ofHedicin e 

Awards TITLE OF PROJECT £ Gentle Narkcr of lung Cancer Risk, Anwoq Blacks And Whites 

Hum smmurizi, In language undetstandabla by in educated layman, the objective 
,n * ,mroofl of this project and the significant findings resulting from tKe work. Libit the 
abstract to a space I* by S.5V 

Genetic constitution play* a role in determining lung 
cancer risk, perhaps by influencing susceptibility to 
carcinogen* in tobacco smoke. Individuals very greatly in 
their ability to metabolite the antihypertensive agent 
debrisoquine. This variation is genetically determined. Some 
previous evidsnee suggests that persons able to rapidly 
metabolite debrisoquine are at increased risk of lung cancer 
compared with slower metabolizera. In addition, debrisoquine 
metabolism may differ between racee as well as between 
Individuals. 

We have successfully initiated a case-control study to 
Evaluate the following hypotheses: 

1. The genetically-determined ability to "extensively" 
metabolite debrisoquine increases the risk of lung cancer, 
after accounting for tobacco smoking. 

2. Genetic susceptibility to lung cancer, as measured by 
the distribution of debrisoquine metabolism, differs between 
flacks end whites. 

Case and control identification mechanism* have been 
kuccessfully established - 25 cases and 10 controls have been 
enrolled. Cases are being identified at the 6 Los Angeles 
hospitals chosen to achieve equal enrollment of black and 
white cases. Controls under age *5 are selected from a tape of 
licensed drivers used in conjunction with another study at 
USC. controls over age 65 will be selected from a tape of 
Medicare beneficiaries. Debrisoquine metabolism is determined 
by analysis of an overnight urine sample collected after 
administration of a small tast dose of debrisoquihe. In 
addition at no cost to the project blood samples are being 
analyzed for the presence of mutations in the debrisoquine 
metabolieer gene. 

Results will be available when enrollment is complete in 
1993. _ 


AWARD # »T 17U _ AWARD PERIO O 7/1/90*6/30/91 

WINCIM! INVESTIGATOR Thowaa H. Mack, H.P. _ 

INSTITUTION tfmiweretty of Southers Celifersib 

TITLE Of PROJECT Tobscce-IeUced Disease is Native CallfornU TvUa 

’1mm summarize, la language understandable by an educated layman, the objective 
)f this project and the significant findings resulting from the work. Limt the 
ibstract to a space I* by S.S". 

The object n* rflhw projnd ittocWaMsh • pagram af wadks at the amex 
at cancers mad other ebeawe faam, foevsiaf spam JOMfciat and «d*» 
iiy Waam c w W (U.a<w hwe Au^ ta a m tHcismiaaaiwiimyyeftwins 

history. 

The twin pain w»Q be HcM'&ti by balaaf California birth wee** which pc 
evidence of mwkiplc bin b lo Urwwn' Kccmc (ilea, which provide cwrrcH 
addreu. About baM the nine California twin peirianbe te em ed in tbit 
manner, many of the tew bm moved owl of w«lc m, in tnmo can. fed. 

Then, wting other reaowrm. pain af twine nil hn mkti M they art vittn* ia 
participate ia derided atwdics eaieg two criteria: nac haaad an whathe the 
nlanaim abort babbt/e^ottmt sagfeats ibm the twine difler 
MbWMieUy with reefed to an eapnuMe, end one baead an whether the 
mndica l biaory i ndiem ee that their cpcricnoe with datum w et o nti ef 
imcrcei ie eubet»Mw>y diflerem It the latter caw, Ac twine w3 be 
compared id each other with mpaa to crr wo n mea tal ctpoeara (tech » 
imobiagor pane* emobirq) in »search tor potentially taweai aeeodtei o ae. 
la (be pairs represent inf tinware dbeordancy, tdeOcd pain wiB be 
fofiowed ap ia • learch for awdkal nr molecular diftmeaeve though to 
presage ihe actual occur react at cancer or chro aa t Si ma 


AWARD I UT90 


AWARD PERIO O 7/1/90-6/30/91 


PRINCIPAL INVESTIGATOR Pr. Amitablta Waauwder _ 

INSTITUTION UBtvereltT of Southern Cellforwle _ 

TITLE Of PROJECT Wouel Approach to land end Hack Cancer Therapy 

Plots* tWMrfti, 1a Inngaago understandable by sit edweated layman, the objective 
of tbit project and tbo significant findings resulting from tho work. Limit th# 
abstract to a space «" by S.S". 

Hood and nock cancer is * significant cause of morbidity and 
mortality with very littlo progress having been mode in the therapy of 
advanced states of this disease with chemotherapy, radiotherapy or 
surgery. On the other hand, this cancer lends some provocative insights 
into immunological therapy. A number of reports have investigated 
various immune aspects of these patients. These have, however, not 
been sorted out with respect to the role of smoking. AHo. we have 
shown in mouse studies, that a combination of in vivo end in vitro 
immunizations of while celts against tumors can lead to the generation 
of ceils that can cure the animal when infused back along with 
imerieukin-2. We have now optimized this approach in vitro and ere 
reedy to initiate a clinical trie) in heed end neck cancer using this 
concept. 


PRINCIPAL INVESTIGATOR 


HUE Of PftOJfCT 


Please swwwrtia, Is language understand* bit by as educated layman, the abjective 
ef this project and the significant findings resulting from the work. Licit the 
abstract t* a space I* by 5.$ # . 


Th* ***•*•*> ef t»S ttiNTfit ptojtn 4 M ntluM IM rtUtfc# iflMMnnt w *m mInnU- 

hn**e rH'**-• n'**" 1 **pi*« SH'" 1 hew# e* M«ru *Ml(ietw *■# aeprr mW ltd V 
tociet rep*** pre«<ew beer# m rtuateece UilU (rectal cents*wee*p meiW ef n|tr««ii 
‘whH »« ******* |re#t m IUh ciheM«U> #ix>M hW# #**M*tw ie 0<«a«r Ceeetj. 

CaJWetefe. S««ee#efy abject Vet et< te eee t ie n : ( Q >lte effem U int»f»#e ri e* — 

•*<h**l iw lde ** U tet W. eNefce*. ee# wwn, (Z) the iee«it*#ibel i>lnini>i ( i 

•■*•1 leberr* •**. urn, teriel imprittn. (Mf bcheder. ee# kM prebkeei WbeeUr p«( am 
I* Milk pen*# iertMix ef Wm ef mh«i*m IptnMi m NmKm. cm weetbe. ee# II 

MMbek W (3> the «( dn t Ufet tiil «#le« ie n ** ¥ p* W Wfrcw U twi #•>»,«•* «• 

:4iA«r*M cilMtic |tmw «f eVeUeccatt. Steel <).*«). Am* IImomm *W 

Wb«* I* tb* fitM >**<. echeeb witbi* *erk liwrici wtt r* » # ew *y bn* t* *d •* p*»*^*l 

*•¥*«*. eeciel c* W* S •* • WeJib ifaciuw <» Meet n*tiil pMf (W-14 mMi); m n erw xU tbc 
Are pretrea* mm rrfiee#. fbe ptttnt «* WMiwurU » b*e P*N. IWQl kmNh w#»r ; 
»eb*r«ee*ib tr*«H fe* pr^reo WNxeiy. ibr pMg******** WNwie# w# ... . W ! 

mipMwe-bti—. **dMw se»M#i*w*e*e»iniM#t«dM —tb* InMewi^ p«e>ew le fatt SpciM, »—1 

TWv wikniNi l*f*u#«e^«tiM h* H exf h i. pcMSulWH 

beee rWe*cA tew re#, ee# eMly**# ke«**Nkeie imtimwI c*nenae*i*l |re^ UTtMwti * prear** 1 
••# uru MitMel rr>**!■—*.yi ewe*| ewi* Me ». TV (») !■■ » e rw^v« ben Vtt f**#»nr# ee 
ptnett Vein: (1) e»ei]ner *•# *-**«« M e«e#jVMt# #»ie fe« npiiMIul txrpt. O) 

re ( r«»U*e teelyrr* M ie»«<c* »«. etber ere. (ta« Wbarter, m# xMm# brkiten.«Hb KbeU 

e*# leJmexel »» ibe (Mi W ee# *irb ee# rnibewt e#fM*MM t— ten. **■« eW *r*#r«. 

»e#< 1)p«merl ue p tn w nrlytitM mime e*# pree— xtM.ee ef rerler*rcprrttefear Mrru. 

reriel cewpcteece,willlepyeri. ee# Cfi*# r ee u i em .leWeee# 0, «erflf—«eey ferret beetyewe* 
e »#•<*# eel ef feermt. an# |4) we. r er ri —el e^eine e xSeUe p W ebe reterWUxp. 

**«« r>|er*iM mkkeg. lucre. mH* *erie» naftmn. ee# wefei wwi »«»•*» iXU ee 
##frrreree ew.ie# c^cilwcMet freer* ** p»*****. wlib it* rer cfnee ibe* lb# ycneeel 
el^er# inn exetbb ekWbel mt ibe* lb* «m«x< K >**r ( W< «) TVfr.n. eh* fee Wweg.eoW 
r**f UifTcrcectk, eilb tbc cercpciem rbel rcb*4r eub btfbcr yrepwniee* W Uteri ee# Ariee 
.t»#r«w rboer# keeci mH ■*# peer aewlie# lelc* O ** mmM, MUir, far tUxii XV* Ama 
h. H>*Hilpewcbe# MX* WbiM.pec OZ).ee#lhM Mbeh <*nb bieber prefwrtwe* ef Olec* ee# 
Hupewr iirtw (i*rk re#c# irpeieitlr) kWr# ibe bi|b*M >ew» «f |u| perunpeiree |Vn Vh 
llnVMK, .VtS Bled, *i J.l* Wkiic. l.dAwrjif .M) Ceefeieeie*) fader e*# peib eeefyvi i 
rex.rheM*# M> uxnerel «*e*oee Medeli** Owe* ee erccprcM* *e#d IN ef #e*e. .kMv 
ceeMieru ef prrwwl *ef xr.,1 cepreg. teciel xppert. #ref etc. a*# KIM (SSVI1 * .*♦>. 
m * ***) AiutMpu te cm prMMlntpte# Mr»V|ir> •«<* xkeic# ie wen #i H •»* ••# wn* e« 
ptr**n; M«I*I rewpexen wet rclew# M net* #te( H •< pKKU b«i Ire urn* arc# tel 
uutferne* e.lh mkx! upper* we* icbw# 1* xwHt Mlw hue ee# #r«) re wx peuiwdr be. 

»«r u'eWmeiV tclew# M ptciCM. Tbc w e# |t*i *.» term ee t» exl Uegite#,**! «r 

«N««*. *«tr«ew ie prefr** c««rt» iww, rrb^r t nepv ee# cU^#o «f miim. wberrw 
•w. ether #rx# ex, *n# |Uf krknier. — 
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WIMCIWI INVISTIUTOft WOWXLD K. »OSS t M.P. _ 

wsnmion wrvpsm op gxrmgw cautormia _ 

TITLC Of WBJfCT_ IWlHQMPffAL i GPSTIC RISK FACTORS TO >L« PPt CWCER 

fleas* siawarlz*, Is language under* tend able by an educated layman, the object Wt 
•f this project and the significant findings resulting free the wort. limit the 
abstract to a space I" by Vi*. 


Cgawtt* un*k*g h the mu important el the wed esiabMhed.mk fatten f*. 
eiiCftf trrrtr TtM Rudy is * leeHifeeeied a p proach to mere p»*ri*e*y theracwmt the 
wieuenihip between rigatm **+*9 e«d bieddef cancer. ewdhr to Nnher define 
vowel at etpeoady high mk b, virtue *1 ihn erpoture end to belie* understand wh, 
Tenein muJabem in CaMorni. <*g. Week* and Chinese) characterised by a high 
prevalence of Cigarette poking have rtUtivel, te» Wedder canca* rate* we a*e 
car^uniinn a c**e-contrei InSecview. bioc h e mi cal, and hirtopalholoyt study •* bladder 
cancer in the high risk LA white population and the low** risk 1A Hack and A**#n 


lha mater component of this protect is a pepuiat abated eate-temrei uwdy 
wwolvirw deta il ed in parson Sn s rviews udth Waddai cancer p#t**nU and contreb iiadder 
cancer jwuenuare Mentihed by the C#«*r Wv*.ll*nce hrogrem o11» Angles Count,, a 
reoienai iog*Uy of the statewide California Tumor MgisUy Control wbiecu ore 
neighborhood centroii Womihed by Mkwdng a predeiereVnod algorithm. The locus *f 
the mterwew is on post and current tobacco use. as wed m on other established ** novel 
pmeible bladder cancer mk lector Wood and urine samples w*M be collected on all 
mm** and controls m year* 2 and 3 ef this stud, These will be utilised ior bwcheeucal 
uudios including acet^ation phenoc y pmg fryecetyttremfersi* is a genet**, regulated 
entfw system imofved in detoxification of aromatic amines • a Meddet carcinogen 
present in cigarette smoke). aromatic amine-hemapmbn adduct measurements (a method 


of ouanofpng bmartl 


meow mf. i 


mererv*a* #enotyp*ng to predict 


debrnogume mnawnu p h oo e bypo ImtH** pseporsed gendtk hnkage to bladder cancer 
hik) A detailed furtopethofegic review is being conducted on the turnon *1 parvopatihg 
patients and on a subset of these, we are planning genet* analyses to Wok for specific DMA 
muuum induced by cigarette smoke or ethw possible bladder cancer risk factors tn 
j addition to the ongoing interviewing, the laboratories have been set up for the 

biochemical ond moiecidargeiwtic analyses and a pilot study is ongoing to ttendardiie 

sample collection and laboratory procedures 
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TITLE or 

PROJECT a berrations __ _ 

Plooea oumnarUe, in language understandable by an educated layman, 
objective of this project and th* signifleant finding* resulting f 
the work. Limit tho abstract to a apace 6- by 


There is accumulated tvidt a tt that damage to certain gene loci, sueh as pu>u>- 
oncotene* and growth suppressor genes, do occur in lung cancer. However, vatu 
areas of ihe chromosomes, which may be {sequent targeu in smoking-related 
king carcinogenesis, remain unexplored. We have exploited the presence ut 
DMA repeal sequences, culled variable number of tandem repeats (VNTRs). 
which arc widely distributed and dispersed throughout the human genome, to 
identify doscly linked genetic sequences which may be hW or rearranged m Jung 
cancers. Substantial progress has been made during the past year. In this 
period, with Mime initial unavoidable delay, the mechanism to collect frtshi lung 
tumors from three different hospitals was established and a loui of 12 pairs of 
tumor /normal specimens have been obtained. Satisfactory DNa fingerprint* 
with two different VNTR*relWed synthetic oligonucleotide probes were 
obtained, and in four pairs, gross differences between Ihe normal and the tumor 
tissues (one squamous, one large cell and two adenocarcinomas) were evident. 
Multiple changes that were detected in the tumor DNA included differences ia 
band intensities, loss of bands, or the appearance of novel DNA regions in the 
tumor DNA. The approach to clone the unique sequences adjacent to the 
affected undem repeats has been improved on the basis of several trial 
experiments using various different protocols. The modified method appears to 
work for polymerase chain reaction {PCR)-b*nd amplification of unique termini 
of the repeat containing sequences. From the DNAi isolated from the normal 
uninvolved and lung adenocarcinoma tissues of a patient, we have alienated to 
done the target VNTR-linked unique sequences of fingerprint hands in the 
kreas of 23. 13,9i and M Kb. all deleted in the tumor DNA relative to the 
pattern of the corresponding normal DNA. Although some done* were isolated 
and Die partial DNA sequence of two of them from the 23 Kb region 
determined, as ytt, dones containing the target sequences remain to be uolated 
Large scale cloning and screening for VNTR sequences arc underway. Dy 
determining the unique sequences immediately Ranking the VNTR present m 
the informative fingerprint hands, we should be able to assess the general issue 
lof deletions, loss of heterozygosity or DNA rearrangement* involving these or 
'adjacent sequences in smoking-induced lung carcinogenesis 
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flaasi tiMurln, la language understaadable by an educated Uyatn, the objective 
of this project and the significant findings resulting froa the work. Halt the 
abstract U a space I* by S.S*. 


Ttw study is designed to observe the adoption of certain smoking 
beheviOra among immigrating Latino* which era associated with U.3 
acculturation. These inclode an increase in percentage of new smoker* among 
women and on increass in the number of cigarettes smoked per day among both 
men end women. The study will loOow • panel el adult Latino immigrants tor 
two rears with 3 annual surveys. 

During the first yea* approtomstafy 190 
Let in© immigrants were recruited. Prefcminar, 
data have been compiled on the first 47t 
participants. The data are consistent with 
surveys of other Latino immigrant populations 
(see Table T). With regard to smoking status 
the prevalence of smoking in th* sample is 
lower than data from surveys of Latinos in the 
general population. In addition., the gender 
diflarenca « smoking status. 33.9% versus 
9.1%, is greater then h** been previously 
raported. These fimbngs ere consistent with 
an unra-genofstionsl offset of acculturation on 
smoking status among women. 

Th* majority of the sample had 
acculturation scorns ranging from 1.0 to 1.9 
on e index ranging from 1 to S. A factor 
analysis of a 12 item acculturation scale used 
in the survey replicated the findings of Marin 
•l. #1. who surveyed • cross section of th* 

Latino poptdbtion to validate the scale. 

.However, th* lector 'Media* accounted lor a greater amount of vanabon o! the 
scale m our sample as opposed to the lector ‘Language Use' in Marin's sample. 
This suggests that processes related to media usage account for a greater 
!amount of th* variation in scciAu^atiPn score among the immigrant population, 
whereas processes related to language use account lor the majority ol the 
vanetron among the ganerai Latino population. 


AWARD NO. ' K ‘' ' ,U _ AWARO YEAR 1 X 2_ 3_ 

PRINCIPAL INVESTIGATOR Duncan Thowe,. Ph.Pt _ 

INSTITUTION university Ot Sovtbam California 

TTTLE OF PR OJE CT HodHler* of Svscepttb 111 cy to aeoklns for lung cancer . 

Pleas« summbrtzg. iri lanouSQ* undertundabt* to an educated lay pdfion, tfw dbfae&m. 
of thte project and the progress to OtU towvd a^stwmgnt of ttw specific rims. Pftt 
ttw abstract tr ttw base 


The objectives of this research were to re-*«eiyse tiro existing date- 
1 eat* to oxplore factor* that potentially Modify the assoc 1stIon be- 
j tvsan lung unneer end eMOhinu. 

(1) The first dataset use a caee-control study of lung cancer in 
I vestn, with data on lung cancer and aeokLng in first degree rela¬ 
tives. w* proposed to analyse this dataset to determine Lf th* 

; etrong famillel risk for Ung cancer previoualy reported may be 
espial*#* by eerrelatien in eeahlng a#en« family member*, or by e 
1 correlation in their susceptibility to lung cancor. •ecauee of 
; limited emoting date on family member*, a large portion of tlmo has 
been spent developing e model for imputing mieeing smoking oata. 
Initial analyses of thee* data are currently in progress. 

(3) Tha saeond data eat wee a cnhnrt study of lung cancer in uranium 
miners vith longitudinal data on smoking end radon exposure, w* 

; proposed to analyse thee* date te determine if the previously ob¬ 
served interaction between radon and emoting can be further refined 
by incorporating temporal factors, and to assets the effect of random 
error in waaevrement of rader- exposure on thee* result*. Much, of th* 
effort in th* first year was spent In initial date preparation, as 
|axtenaiv* data cleaning and edits were necessary- for efficiency of 
analyse*, a nested ue***coivtrel eeeple of tha cehert waa eeleeted 
with 1% control# par cse*. resulting in an analysis data set with 
1*7J subjects. Descriptive model* are currently being fitted; ini¬ 
tial result* indicate that simultaneous smoking and radon exposure 
confer a more than multiplicative risk of lung cancer, whereas smok¬ 
ing preceding radon exposure., *r vice versa, produces e lean than 
multiplicative effect. 
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Veterans Medical Research 
Foundation of San Diego 


a) The number and dollar amount of research grants, 
including the amount allocated to indirect costs: 

1 $291,601 

b) The subject of research grants by academic 
discipline: 

Cardiovascular Disease * 1 

c) The relationship between State and Federal 
funding for tobacco research: 

0 

d) The relationship between each project and the 
overall strategy of the research program: 

see d) in Summary Data above 

e) A summary erf research findings: 

see abstract (s] below 

f) The number and dOHar amounts of research grants 
that involved the use of animals: 

I $291,601 

g) i The number and species of animals used in 

research: 

Pigs = 90/year 


PRINCIPAL INVESTIGATOR 


INST llut I ON Ves eruns Hedlcnl UctmtwrM Foundation <>* 

TITLE Of PROJECT Hndlatud cardiac T»ch«*i« t Thro»tH^*r Pte Unuu 

Pit*** sMMrizt, In Tm9v* 9* uodtrs Undab It by u od«*t*d Ujrsan, the objective 
of this project **d IK# ilgnlflcMt findings resulting fro* the work. Matt the 
kbit net U » ipict $* by $.V. 

The km of Mood supply to dbt kMrt muscle fischomia’) Occurring with emonury 
tmtf dims* eventually lends so heart attack and it i Major throat to the health of America* 
dulu Cigarette smoking it a major rid factor Uakad to aa i o c r r aa od incidence of he an 
litcase. and renown a significant health ptoMem. With the advent of clinkat procedures to 
more bfoud Dow to he hemic Aeon, came the finding that • significant portion of the heart 
. ftjury it iiaked in ■ beat inflammatory response triggered by he hernia. Inflammation causes 
'••ihcr injurv in addition to the simple lack of Mood flow w the heart mwtcle. We have 
levetoped an experimental model of one of thevt inflammatory pathways (■eomplomeoi 
Mihway") Which is now know to be activated with heart attack in humans. Thai pathway, 
vhkh in tu normal rote b rmeaual in the ho*-deft am ipirm bacteria, involves the 
wquential modification of various proteins to Mood to several biochemically active agents. 
j*c particular end-pathway agent, C5a, (activated complement-fifth protein):. (I) has 
frkteriOus effects on coronary vessels. (2) attracts potentially da mating white Mood cells 
WBCI tO the heart, and (3) produces secondary agents (ie. thrombosane. TX) which can 
hcmscWts cause ischemia Understanding these actions of CSa may yield clinically uaeful I 
rrsicgiet to limit injury resulting from bean attack. In the past few yean we have described i 
hew cardac effects of CSs >0 a controlled cipcrimenttI model which utilixesen anesthetized 
iwine preparation in which coronary Mood flow, heart contraction, and chemical reloase into 
rororury venous blood are mtasui ad 1 he objectives of the present project are to investigate 
ihe interactions of the various effects of CSa described above. Where does the TX release 
aused by CSa come from? b this from Mood celb (ie. ptetelcu, or WBCJ? Are WBO 
lequited for the deleterious effects of CSa oa coronary Mood flow? h there any indication 
that inflammatory cells that normally reside in the coronary vessels (it. mast cells) are 
involved in this response io CSa? Is myocardial ischemia itself a stimulus for ike re base of 
rx from the heart? Does the restoration of Mood flow to the heart after ischemia cause 
more TX in be released? Although, wo have been delayed in the activation of the TDRP 
Irani supporting the espiOration these Questions, we do have wane preliminary results. 
Platelets nor WBCs appear w be required for either the myocardial ischemia or the cnhancod 
production of I X caused by CSa. Chemical depletion of both of these cell types from blood 
does not seem to alter the cardiac response to CSa. A chemical marker of cardiac matt cell 
Ki iv it ion appears io b* released into coronary venous blood in the presence of CSa. Wt will 
elootmee the investigation of these Questions. 


Th© numbenand dollar amounts of research grants 
that utilized animal alternative methods as defined 
by the United States Office of Technology 
Assessment's 1986 report entitled “Alternatives to 
Animal Use in Research, Testing, and Education": 

1 $291,601 


Grant Recipients): 

1. Ito, Bruce R. Cardiovascular 

Complement mediated cardiac ischemia & 
thromboxane release 

$291,601 (7/90-6/93) 
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Western Consortium for Public 
Health 


a) The number and dollar amount of research grants, 
including the amount allocated to indirect costs: 

2 $215,412 

b) The subject of research grants by academic 
discipline: 

Epidemiology * 1 

Public Health, Public Policy, 

and Economics * 1 

c) The relationship between State and Federal 
funding for tobacco research: 

Other State « $10,000 

Federal) *$18,000 

d) The relationship between each project and the 
overall strategy of the research program : 

see d) in Summary Data above 

e) A summary of research findings: 

see atostraet(s) below 

1} The number and dollar amounts of research grants 
that involved the use of animals: 

0 

g) The number and species of animals used in 
research: 

N/A 

h) The number and dollar amounts of research grants 
that utilized animal alternative methods as defined 
by the United States Office of Technology 
Assessment's 1986 report entitled ‘Alternatives to 
Animal Use in Research, Testing, and Education”: 

ISI/A 

GramRecipient($): 

1. Moskowrtz, Joet Pub Health 

Smoking ordinances, passive smoking and 
smoking cessation 

$151,607 (7/91-6/92) 

2. Van den Berg, Barbara Epidemiology 

Precursors and correlates of smoking in adoles¬ 
cents 

$63,805 (7/90-6/92) 


Criw Wo. |M> 


__ AWARD RERI0 0 01 > 

Uriin J. m d» >Ui, H.P. 
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PRINCIPAL INVEST ICATOS 
INSTITUTION 

TITLE OF PROJECT htciifwrt »ad Correlatee of booking U adolescents 

n«ut summarize, In Ungutfe urnddrstandatolp by an educated layoan, the objective 
of this project and the significant findings resulting from the work. Limit the 
abstract to a space *" by S.SV 
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Tlw ult ekjKtim of tKU project are to irnitlflt* WtlU. 
health habits, physical, cognitive, and psychosocial Amlofotit of 
young woooo as* yow at m who *4 op tod the habit of smoking el|»rttt*a 
during Chair adolescent years. Ik* basic data or* derived fraa thadetJ 
oata of tha Child No*lth end bevelopoeet Studies. tdUeh started in 1MC| 
and iacludad a atody population of 20,000 newborns and chair M r *nt*. 

Tha current project ralataa te a aubcobort of about 2,000 young 
people, with lntormatloo om th< growth aad development fro* birth to 
young adulthood, who alao participated la developmental anamination* 
at 5 years, at 10 years, and at adolescence, when they were 11-17 year* 
aid. burlai the eight wont be covered by this project, wa wad# pregraa^ 
with tha analyse* of epirooctric measurements and of blood preseure 
■caawreoeats of the smoking aod nonBooking adolescents. The Booking 
habits of young people can be considered to be a Barker far behavior 
that may have consequences for the health or wall-betog of the young 
people. One of these la wo* and abuae of alcohol. We found char anon^ 
the cooking adolescent girls, Alt took alcoholic drinks oaca or more 
often per week, while this percentage wa* only 111 for the aoaaooking 
girls. Another observation, derived froo tha oedlcal record*, was ckstj 
ooe-chlrd of Booking girls had their first pregnancy before age 20, 
while only 102 of the noncooking girls had their firet pregnancy hefor< 
age 20. 

We have given great effort to the wpdeting of the addresses of 
the young wooer of the project. Follow-up ioveetlgatlooe are in pro- 
gresn for these young wooen, who are now in tbalr twenties. We cooptre-j 
ted with laveetigetore froo the University of North Caroline, who 
developed the protocola. When those studies arc completed, the data 
om changes in so oting habits, in re lac loo to health, a. g., incldancaa 
of respiratory diseases, and other health-related factors, can be 
investigated. 
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Bonham AC Joad JP. Neurons in comrmsuraJ nucleus traous solitanus 
(NTS) required for foP expression of pulmonary C-fiber reflex in rat. 
Pfvierarion of Ar^encan Socles for Experimental, Biology 1991; 
5{4)A666 (1718) (Bonham AC) 

Bonham AC Joed JP. Neurones in Commissural Nucleus Traous SoJitaril 
Required for Full Expression of the Pulmonary C-Fibre Reflex in Rat. 
journal of Physiology . Februaiy 22. 1991 l (Bonham AC) 

Brooks GA Current concepts in lactate exchange. Medicine and Science 
jQSports and Exercise . August I99l.vd.24. (Brooks GA) 


Erie DJ, Ruegg C Sheppard D. et al Complete amino acid sequence 
of B7, an integnn B subunit identified in leukocytes. JBioLChero . 199). 
In press. (Erie DJ) 

Erie DJ. Sheppard D, Breuss J. et al . Novel integnn A and B subumt cDNAs 
identified in airway epithelial cells and lung leukocytes using the polymerase 
chain reaction. Am lRespjf Cdt-Moi Bid- 1991. In press. (Erie DJ) 
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Gidccia Al, Lewis AD. Denko NC. et al. Genetic mapping the CHO variant 
BL-10's hypersensitivrty to bleomycin killing to a lack of gluthathione s- 
transferase alpha activity. Cancer Res . 1991. In press. (Lewis AD) 


Brooks GA Butterfield GE, Wolfe RR. et al. increased dependence on 
blood glucose after acclimatization to 4.300 m. Journal_oLApplied 
Physiology . 199170:919-927 (Brooks GA) 

Brooks GA Butterfield GE, Wolfe RR. et al. Decreased reliance on lactate 
during exercise after acclimatization to 4,300 m Journal of Applied 
Physiology . July, 199l.vd.71. (Brooks GA) 

Cason BA. Wisneski JA Neese RA et al Effects of High Arterial Oxygen 
Tension on Function. BlcodFtow DistributKyiarxJMetabdisminlschemic 
Myocardium. Circulation , pending publication, 35. (Cason BAJ 

Chandler CF. Skotzko M.i Lee JD. et al. Retroviral-mediated gene transfer 
of interleukin^ and mterleukin-7 into human tumor-infiltrating lympho¬ 
cytes. Surgical Forum . 1991. In press: (Economou JS) 

Chen FM, Liu CZ. Epstein AL. Effects of t-labeled TNT-1 
radioimmunotherapy on Ht-29 human cdon adenocarcinoma sphe¬ 
roids: Cancer Immunology Immunotherapy 1991C33:158-164 (Chen 
FM) 

Chuang A Pdk R. Wong C Giutathioneand heatshock protein response 
m cultured lung and retinal pigment epithelial cells after oxidative stress, 
invest Ophtr^i fn Qi 1 a nd Vi sua l ( Sciences i99i;yd 32.4 :i too (wong 
C) 

Chung SCS. Sung JY. Suen M. et at. Endoscopic assessment of mucosal 
hemodynamic changes in a canine model of gastric ulcer. Gastroi- 
agtioafc EndOSCPCy- 1991,37:310-3H. (Leung FW) 

Cooke JP. Dasari P. KnegerJE. et at. Persistent endothelial and adrenergic 
dysfunction after angioplasty. Am Coll Cardiol . 1991 :m press. (Dzau VJ) 

Dirksen, ER, Centhole and basal body formation during tihogenesis 
revisited. Biology of the Cel) . 1991 tin press. (Dirksen ER) 

Dodson BA Braswell LM. A nicotinic mechanism may underlie the 
amiemetic properties of the phenothiazines. Anesthesiol . 199i;75. 
tn press. (Dodson BA) 

Dubick MA Keen CL Influence of nicotine on tissue trace element 
concentrations and tissue antioxidant defense, Biological Trace Element 
Research , m press. 23. (DubicK M4J, 

Dubinert SM. Tobias J. Patrone L et al. The antitumor and 
immunoregutatory response to pemumor interleukin 2 immunotherapy 
for murine lung cancer. Proc Am Assoc Ca Res . 1991:32:247. (Dutxnett 
SM); 

Dzau VJ, Gibbons GH. Pran RE. Molecular mechanisms which mediate 
the action of the vascular renin angiotensin system in the pathogenesis 
of myoindmal hyperplasia. Hypertension , in press. (Dzau VJ) 

Erxfoh K. Leung FW. Ihtragasthc nicotine protects against 40% ethane* 
induced gastric mucosal unjury despite pretreatment with propranolol 
or Nethylmaleimide m.rats. Digestive Diseases and Sciences . 1991. 
In press: (Endoh K. Leung FW) 


Glembotski CC, Irons CE. Sprenkle AB, et al. Studies of the Hormonal 
Regulation and Cellular Location of ANF Processing and the Mechanisms 
of Phenylephrine-. Endothelirv. and Potassium Chiohde-stimuiated ANF 
Secretion using a Primary Cardwxyte Culture Model. CanJ Physiol Pharmacol . 
In press. (Glembotski CC) 

Gopalakrishna R, Anderson WB Reversible oxidative activation and in¬ 
activation of protein kinase C by the mitogen/tumor promoter penodate. 
Arch BlOChem BfOPhyS- 1991;285:382-387. (Gopalakrishna R) 

Gopalakrishna R. Hara S. Anderson WB. et at. Retinoic acid protects protein 
kinase C from oxidative modification induced by oxidant tumor promoters. 
Biochem. Biophvs. Res Commun . 1991. Communicated. (Gopalakrishna 

R) 

He PN. Curry FE. Depolarization modulates endothelial cell calcium influx 
and microvessel permeability Am J Physiol . 1991 :lh press. (He PN| 

Hellefstein MIC KJetke C. Christiansen M, Kaempfer S. Wu K. Retd JS. 
ShackJetoniCHL Prediaion of intrahepatic true precursor enrichments 
in vivo from isotopomer ratios in secreted lipids. Correlation with xenotxotic 
acetyFCoA probe. Am J. 1 Phy siol.. in press. 199.lt (Heilerstein M) 

Hogan MC, Bebout DE, Wagner PD. Effect of Hb concentration on maximal 
02 uptake in canine gastrocnemius muscle in situ. J Aopf Phvsioi 1991. 
(Wagner PD) 

Hogan MC Bebout DE. Wagner PD. Effect of increased Ht>02 affinity 
on V02 max at constant 02 delivery in dog muscle in situ J App) Phy siol. 
1991. (Wagner PD) 

Itoh H. Pratt RE. Dzau VJ, Antisense oligonucleotides complementary to 
PDGF mRNA attenuate angiotensin IHnduced vascular hypertrophy, 
hypertension 1 990; 11 6:325. (Dzau VJ) 

Itoh H. Pratt RE. Dzau VJ. Atrial natriuretic polypeptide (ANP) inhibits 
vascular hypertrophy via guanyiate cyclase-coupled receptor(s). Hyoerterv 
UQD 1990.16:345. (Dzau VJ) 

Itoh H. Pratt RE, Dzau VJJ Interaction of ANP and angiotensin It on 
protooncogene expression and vascular ceUigrowth. Biochem Biophys 
Res Comm, m press. (Dzau VJ) 

Keiner MJ, McMorhs TC Taede R. Predinical evaluation of IlkxJins as anti-' 
cancer agents: Basis for selective cytotoxicity. JNatCaihst i 1990:82:1562- 
1565. (Kefner Ml) 

KohwvShigematsuT. KohwiY. Detection of non-BDNAstructuresat specific 
sites in supercoiled plasmid DNA and chromatin with haloacetakJehyde 
and diethyl pyrocarbonate. MethodsJn Enzymologv . 1992. In press. 
(Kohwi Y) 

Kohwi-Shigematsu T. Kohwi Y. Detection of tnple-helix related structures 
adopted by poiy(dG)-poly(dC) sequences in supercoiled plasmid DMA 
Nuclei c A cid R esearc h *99.1. m press. (Kohwi Yj 
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Lansley AB,; Sanderson Ml. Dirksen ER, Control of the beat cycle of 
respiratory tract cilia by Ca2+ and CAMP. American J. Physiol 1991:In press. 
(Dirksen ER) 

Lazar JB. Winant R, Johnson PH. Amincnerminal residues of hirudin play 
a dominant role in the interaction with thrombin. J&tiChem . 1991:266,685- 
688. (Johnson PH) 

Leung FW. Role of blood flow and alkaline secretion in acid-induced deep 
duodenal villous injuryin the rat. AmJPhvs . 1991; 260: G3 9*70404. (Leung 
FW) 

Leung FW, Koo A Mucosal vascular stasis precedes loss of viability of 
endothehal cells in rat acetic acid colitis. Digestive Diseases and Sciences . 
1991;36:727-732. (Leung FW) 

Liao F. Berliner JA Mehratnan M, et al Minimally Modified Low Density 
Lipoprotein is Biologically Active in Vivo in Mice. J Clin Invest . 1991. In 
press (Fogelman AM) 

Macias D. Ward SA Whipp EU. Peripheral chemoreceptors and respiratory 
sensation during exercise. Proc Fellowship Program in Academic Medicine 
Researc h Symposium. Jan i99i. (Ward saj 

McCormick F. Denny C. KoefBer HP. Molecular me nanisms of cancer, 
western J of Medicine- 1991. in press (Koeffler HP) 

Mehrabian M, Demer LLL Lusis AJ Differential Accumulation of Intimat 
Monocyte-Macrophages Relative to Lipoproteins and Upofusion Corre¬ 
spond to Hemodynamic Forces on Cardiac Valves in Mice. Arteriosclerosis 
and Thrombosis 199 Kin press. [Fogeiman AM) 

Melhorn RJ Ascorbate and dehydroascorbate-mediated reduction of free 
radicals in,the human erythrocyte J Biof.Chem . 1991,266:2724-2731: 
(Mehthom RJ}; 

Miller CW, Simon K. Aslo K. et al. p53 mutation in human lung tumors. 
Cancer Res . 1991. In press. (Koeffler HP) 

Mohabeer AJ. Hiti AL Martin WJ. Ncmadioactive single strand confor¬ 
mation polymorphism (SSCP) using the Pharmacia “PhastSystem" Nucleic 
A c ids- R esearch- i99i. in press. |H« al) 

N^ftilan AJ, Eldridge CS. Pratt RE. et aL Molecular mechanism of PDGF 
A<hain induaion by angiotensin ti in rat aortic smooth muscle cells. 
Hypertension . 1990; 16:344. (Dzau VJJi 

Notion T, Karras JG, Ragione F, et al. Absence of methylthroadenosine 
phosphorytase in human gliomas. Cancer Res . 1991;51:3193-3197. 
(Nobori T) 
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